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Specification 

1. Title of the Invention 

Agent for prevention and treatment of hypertension 

2 . Claims 

1 . An agent for the prevention or treatment of hypertension, 

comprising a Valerian extract, a maypop extract, a Choto extract, a 
hop extract, and a ginseng extract as active ingredients. 

2 . An agent for the prevention or treatment of hypertension, 
comprising a synthetic antihypertensive agent in addition to the five 
ingredients according to claim 1. 

3 . The agent for the prevention or treatment of hypertension 
according to claim 2, wherein the synthetic antihypertensive agent is 
a Ca antagonist or a £ -blocking agent. 

4 . An agent for the prevention or treatment of hypertension, 
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comprising an agent for psycho neurosis in addition to the five 
ingredients according to claim 1. 

5. An agent for the prevention or treatment of hypertension, 

comprising an agent for psycho neurosis in addition to the agent for 
the prevention or treatment of hypertension according to claim 2. 
3. Detailed Description of the Invention 
[Field of Industrial Application] 

The present invention relates to an agent for the prevention or 
treatment of hypertension. More particularly, the present invention 
relates to a agent for the prevention or treatment of hypertension, 
comprising extracts of medicinal plants . 
[Background of the Invention and Prior Art] 

Hypertensions are various vascular diseases, particularly 
diseases which exert an adverse influence on vascular disorders in the 
heart and the brain. It is an important problem for the present medical 
world how hypertensions can be prevented or treated. 

With the remarkable development of an antihypertensive agent, 
any serious hypertension can be improved at present. However, there 
are many problems to be solved with respect to the side effects thereof. 
It is required to develop a potent drug with fewer side effects. 

The kind of antihypertensive agent suited for the same 
hypertension varies from person to person, and thus various 
antihypertensive agents are required. 

Furthermore, in the case of non-serious hypertension, a mild 
antihypertensive agent with no side effects is required. 
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From such a point of view, extracts of medicinal plants having 
an antihypertensive activity have recently been searched and studied. 
It is considered that these extracts of medicinal plants have fewer 
side effects, unlike a Ca antagonist or a p-blocking agent, and are 
therefore suitably applied for self medication. Particularly in 
today' s stressful society, there are many people who are suffering from 
hypertension and who are not quite suffering from hypertension, but 
are suffering from stressful symptoms. These people require a 
galenical formulation with high safety and excellent effectiveness. 

Under these circumstances, the present inventors have searched 
and studied about drugs which contain a plant extract (galenical 
extract) and is effective for treatment or prevention of hypertension, 
and is safe because it is free from side effects. 
[Means for Solving Technical Problems] 

Under the above circumstances, the present inventors have 
intensively studied about various plant (galenical) extracts for a long 
time and found, surprisingly, that a medicinal plant extract of the 
following formulation is effective. 

That is, the galenical extract of the present invention is a 
medicinal plant extract comprising the following five ingredients: (1) 
a Valerian extract, (2) a maypop extract, (3) a Choto extract, (4) a 
hop extract, and (5) a ginseng extract incorporated therein. 

Medicinal plant extracts comprising these fives components 
incorporated therein have already been put on the market for the purpose 
of relieving fatigue and dullness accompanied by the feeling of tension. 
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Plant extracts used in the present invention are commercially 
available extracts. 

A Valerian extract and a hop extract have an effect of relieving 
excitement and tension of nerves (sedative effect), a maypop extract 
and a Choto extract have an effect of normalizing a neurological 
function (neurological function activating effect), and a ginseng 
extract has an effect of relieving stress (anti-stress effect). 

The mixing ratio of these five ingredients varies depending on 
the kind of hypertension, age of patient, and degree of hypertension, 
but is preferably as follows: a Valerian extract (about 40 to 70% by 
weight) , a maypop extract (about 10 to 2 0% by weight) , a Choto extract 
(about 5 to 15% by weight), a hop extract (about 5 to 10% by weight), 
and a ginseng extract (about 5 to 10% by weight). 

The effects of the present invention will be described in detail 
by way of the following clinical test examples. 
Test Example 1 

1) Patients to be Tested 

Among instinct hypertensive patients, cases in which 
psychological and social factors (stress factors) are clearly involved 
in the onset or process were selected. 

2) Dosage Form, and Dosage and Administration Period 



A tablet with the following formulation was selected. 



Valerian extract 



4 0 mg 



Maypop extract 



65/6 mg 



Choto extract 



4 5/6 mg 
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Hop extract 5 m< 3 

Ginseng extract 5 m 9 

Six tablets were administered in total per day, that is, two 
tablets were administered three times a day after every meal for two 
weeks to six months. 

3) Combined drug and Medical treatment 

The drug and medical treatment employed before administration 
of this drug were continuously employed without varying the dosage and 
contents. Also, an additional drug, which may exert an influence on 
a judgment of the effect, was not used in combination. 

4) Indicator for Following Progress and Determining Effect 

Only blood pressure value is employed as an indicator for 
following the progress and determining the effect. Measurement and 
recording of the blood pressure were performed not only at the time 
of the office visit but also at home and workplace by patients using 
a digital blood pressure monitor. The effect was determined according 
to transition of blood pressure values. 

More specifically, the effect was defined as f ollowings : 
"significantly eff ective", both systolic and diastolic blood pressures 
became low and stable within the normal range; "effective", one of both 
blood pressures was controlled within the normal range; "slightly 
effective", an antihypertensive tendency was observed, but the values 
were not achieved in the normal range; and "no effect" when an 
antihypertensive effect was not recognized or when a judgment was 
difficult. 
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Case 1: H. Y . , 5 6-old male who is an office worker 

His blood pressure became high before going to work because of 
business troubles. Home blood pressure (blood pressure measured at 
home) at 6 a.m. was not lowered with simultaneous use of a hypotensive 
drug and antianxiety agents (captopril, clotiazepam, broazepam, etc.); 
however, it was observed that blood pressure became low and stable 
within the normal range with parallel use of the agent of the present 
invention. 

This progress is shown in Fig. 1. Administration was continued 
for 2 months. This is an example of a significantly effective case. 
Case 2: Y. S., 53-old male who is a public employee 

This patient was receiving treatment for hypertension on an 
outpatient basis. Sudden elevation of blood pressure (170/120 mmHg ) 
with dizziness and staggering at the workplace has been affecting his 
operations . Due to persistent anxiety and elevation of blood pressure, 
the agent of the present invention was administered concurrently. As 
shown from the progress in Fig. 2, the effect was observed from the 
3rd day of the administration, and lowering and stabilization of the 
blood pressure values at the workplace were more significant than that 
at home. Administration was continued for 6 months after this. His 
blood pressure was stable and maintained at range of 120/70 to 140/86 
mmHg and there was only one time of elevation of 170/100 mmHg, 
nevertheless there was no change in the circumstances of his working 
place. This is another example of a significantly effective case with 
excellent control as shown in the following few actual dates: 130/70 
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mmHg on August 16th, 130/80 mmHg on October 23rd, and 120/70 mmHg on 
December 18th. 

Case 3: K. H., 52-old female who is a housewife 

She is a patient who is hospitalized with various complications. 
The agent of the present investigation was concurrently administrated 
because she was suffering from fatigue, stiff neck, and headaches and 
also a large blood pressure variation. 

As shown from the results in Fig. 3, the first time when lowering 
and stabilization of blood pressure were obtained was when the agent 
was administer for 1 month. This is an example of a significantly 
effective case. 

Case 4: S. Y., 42-old female who is a housewife 

She experienced persistent dizziness, headaches, and general 
fatigue since around June. She was admitted to hospital because of 
a large blood pressure variation in a range of 120/80 to 190/130 mmHg, 
and also growth anxiety despite ambulatory treatment. Elevation and 
variation of nocturnal blood pressure, 152/90 to 180/110 mmHg, were 
observed even after hospitalization, therefore the agent of the present 
investigation was concurrently administrated. Fig. 4 shows the 
results recorded daily at 7 p.m. for 1 month. Two trials of combination 
therapy that were defined as 1 trial a 1 week were implicated in this 
case . 

A tendency of lowering and stabilization of blood pressure was 
observed, although it was only for a short term of 1 week. The 
simultaneous use was discontinued for the next week, as a result, 



7 



elevation of blood pressure was observed again. Therefore, the agent 
was re-administered. As shown in Fig. 4, further lowering and 
stabilization of blood pressure were obtained compared to the first 
time. This is an example of a significantly effective case. 
Test Example 2 

Tablets of the present invention were administered orally to 
spontaneously hypertensive rats (SHR) before the onset of hypertension 
at 2500 mg/kg twice a day for 6 weeks, and the effects on blood pressure 
were examined . 

1) Preparation of Test Drug 

Tablets of the present invention were weighed out at a given 
amount and prepared by suspending in distilled water for injection. 
Diltiazem was selected as the control drug, and weighed and suspended 
in distilled water for injection in the same way. 

2 ) Animals and Conditions for Rearing 

Four-week-old male rats of Cry : SHR/N strain (SPF, Charles River 
Laboratories, Inc.) were used. 

3) Effects on Blood Pressure 

The results are shown in Table 1 and Fig. 5. 
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As is apparent from the results of Test Examples 1 and 2, the 
medicinal plant extract comprising five ingredients incorporated 
therein according to the present invention has an antihypertensive 
activity, surprisingly. 

The medicinal plant extract comprising five ingredients 
incorporated therein according to the present invention is a galenical 
and therefore has high safety and less side effects, and thus the 
medicinal plant extract is particularly useful for prevention of 
hypertension . 

Furthermore, a further effect is obtained by using the medicinal 
plant extract comprising five ingredients incorporated therein in 
combination with conventionally used synthetic antihypertensive agents 
such as captopril, carteolol hydrochloride, nilvadipine, and labetalol 
hydrochloride, and conventionally used agents for psycho neurosis, such 
as clotiazepam, broazepam, mexazolam, alprazolam, nilvadipine, and 
flutazolam. 

The drug of the present invention is orally administered in the 
form of tablets and granules. The dosage varies depending on the 
seriousness of symptoms, age of patients, sex, body weight, difference 
in sensitivity, administration method, timing of administration, 
compounding of medicines, kinds, and kinds of active ingredients, and 
is not specifically limited. For an adult, the dosage of a Valerian 
extract is usually about 100 to 1, 000 mg per day, and preferably from 
about 240 to 500 mg per day. The dosage of a maypop extract is usually 
about 30 to 300 mg per day, and preferably from about 65 to 130 mg per 
day. The dosage of a Choto extract is usually about 20 to 200 mg per 
day, and preferably from about 4 5 to 90 mg per day. The dosage of a 
hop extract is usually about 10 to 150 mg per day, and preferably from 
about 30 to 60 mg per day. The dosage of a ginseng extract is usually 



about 10 to 150 mg per day, and preferably from about 30 to 60 mg per 
day. 

As excipients, for example, lactose, corn starch, saccharose, 
fructose, sorbit, crystalline cellulose, silicon dioxide, and corn 
starch are used . As binders, for example, polyvinyl alcohol, polyvinyl 
ether, polyvinyl cellulose, ethyl cellulose, methyl cellulose, gum 
arabic, gum tragacanth, gelatin, shellac, hydroxypropyl cellulose, 
hydroxypropylmethyl cellulose, calcium citrate, dextrin, and pectin 
are used. As lubricants, for example, magnesium stearate, calcium 
stearate, talc, polyethylene glycol, silica, and hardened vegetable 
oil are used. As disintegrators, for example, carboxymethyl cellulose 
and low-substitution-degree hydroxypropyl cellulose are used. As 
colorants, for example, there can be used those which are permitted 
for use in drugs. As flavoring agents, for example, cocoa powder, 
menthol, aromatic acid, peppermint oil, borneol, and cinnamon powder 
are used. These tablets and granules may be optionally coated with 
a sugar coating or gelatin coating, or optionally coated with 
hydroxypropyl cellulose or hydroxypropylmethyl cellulose. 

Typical formulation examples of the present invention will now 
be described, but the present invention is not limited thereto. 
Formulation Example 

(1) Composition of Active Ingredients of the Present Formulation 



Valerian extract 240 mg 

Maypop extract 65 mg 

Choto extract 4 5 mg 

Hop extract 30 mg 

Ginseng extract 30 mg 



(2) Preparation Method 

The present formulation was prepared by a known method for 



preparing a tablet. 

Namely, six tablets were prepared using proper agents selected 
from the excipients, binders , disintegrators and lubricants described 
above. The resulting tablets were optionally coated with the coating 
agents described above and optionally coated with glossing agents such 
as shellac, stearic acid, and carnauba wax to obtain six tablets. 
4 . Brief Description of the Drawings 

Fig. 1 is a graph showing effects of a drug of the present 
invention on home blood pressure of Case 1, Fig. 2 is a graph showing 
effects of a drug of the present invention on home blood pressure and 
workplace blood pressure (blood pressure measured at the workplace) 
of Case 2, Fig. 3 is a graph showing effects of a drug of the present 
invention on daytime blood pressure of Case 3, Fig. 4 is a graph showing 
effects of a drug of the present invention on nighttime blood pressure 
of Case 4, and Fig. 3 is a graph showing the results of Test Example 
2. 
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FORMULATION 
. MEXAZOLAM 1 .5 mg 
CLOTIAZEPAM 30 mg 
3 x DAYTIME 

2) CARTEOLOL HYDROCHLORIDE 5 mg 
CAPTOPRIL 12.5 mg 
1 x MORNING 
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